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WHAT IS CLAIMED IS: 




A purified and isolated polypeptide having the 
primary structural conf ormamon and biological properties of 
naturally-occurring metalloproteinase inhibitor. 

2, A polypeptide according to Claim 1 wherein said 
polypeptide is the product of procaryotic or eucaryotic 
expression of an exogenous DNA sequence. 

3 . A polypeptifflVV according to Claim 1 further 
characterized by being f)j;ee j>t association with any 
mammalian protein. 

15 4. A polypeptide according to Claim 2 wherein the 

exogenous DNA sequence is a\ cDNA sequence. 

5. A polypeptide eimjiordxdg to Claim 2 wherein the 
polypeptide is bovine met^rllopyoteinase inhibitor. 



6. A polypeptide according to Claim 2 wherein the 
exogenous DNA sequence is aHgenomic DNA sequence. 




7. A polypeptide accdrdji^rig to Claim 2 wherein the 
25 exogenous DNA sequence is^^e^r/ed on an autonomously 

replicating DNA plasmid or vdiral vector. 

8. A polypeptide according to Claim 1 possessing part 
or all of the primary sbi/ucnural conformation of human 

3 0 metalloproteinase inhibit^y as set forth in Figure 2 or any 
naturally occurring alleliyc variant thereof. 
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9. A polypeptide according to yClaim 1 which has the 
immunological properties of natural/y-occurring 
metalloproteinase inhibitor. 

10. A polypeptide according to Claim 1 which has the 
in vitro biological activity of/ naturally-occurring 
metalloproteinase inhibitor . 



11 . A polypep 
characterized by b 
detectable label 




according to Claim 1 further 
covalently associated with a 
nee . 



25 



12. A DNA sequence for use in/securing expression in a 
procaryotic or eucaryotic host celY of a polypeptide product 
having at least a part of the primary structural 
conformation and one or more of Ehe biological properties of 
naturally-occurring metalloproteinase inhibitor, said DNA 
sequence selected from among: 

(a) the DNA sequence set out in Figure 1 or 
Figure 2 or their comiplempntary strands; 

(b) DNA sejquencea^ which hybridize to the DNA 
sequences defined in xa) oiv fragments thereof; and 

(c) DNA sequences which, but for the degeneracy 
of the genetic code, woul^ hybridize to the DNA sequences 
defined in (a) and (b) . 



30 



13. A procaryotic/or eucaryotic host cell transformed 
or transfected with a DNA sequence according to Claim 12 in 
a manner allowing the /nost cell to express said polypeptide 
product . 



14 . A polypeptide product of the expression of a DNA 
sequence of Claim 2^ in a procaryotic or eucaryotic host. 
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15. A purified and isolated DNA sequence ceding for 
procaryotic or eucaryotic host expression of a ^lypeptide 
having the primary structural conformation ancy biological 
properties of metalloproteinase inhibitor. 

16. A cDNA sequence according to Cla^im 15. 

17. A genomic DNA sequence accorcmng to Claim IS- 
IS. A DNA sequence according tcy Claim 15 wherein said 

DNA sequence codes for human metalloproteinase inhibitor. 



19. A DNA sequence according/ to Claim 18 and including 
one or more codons preferred for expression in E, coli 
cells . 




20. A DNA sequence according to Claim 15 having the 
sequence set out in Figure 2 . 



21. A DNA sequence according to Claim 15 and including 
one or more codons preferrea for expression in yeast cells. 

22. A DNA sequence according to Claim 15 covalently 
associated with a detectanle label substance. 

23. A DNA sequence /coding for a polypeptide fragment 
or polypeptide analog on naturally-occurring 
metalloproteinase inhibitor. 



24, A DNA sequence as in Claim 23 coding for methionyl 
metalloproteinase inhibitor . 



25. A biologically functional plasmid or viral DNA 
vector including a DNA sequence according to Claim 12 . 
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26. A procaryotic or eucaryoticyilost cell stably 
transformed or transfected with a DNA vector according to 
Claim 25. 

27. A polypeptide ^p6di^t of the expression in a 
procaryotic or eucaryotic h^Bt cell of a DNA sequence 
according to Claim 15. 



28. A synthetic polypeptide having/part or all of the 
amino acid sequence as set forth in Fiaure 2 and having one 
or more of the in vitro biological actyavities of naturally- 
occurring metalloproteinase inhibitor 




29. A synthetic polygfeptide Maving part or all of the 
secondary conformation o^/ p^t or/all of the amino acid 
sequence set forth in Figure 2 ai^d having a biological 
property of naturally-occurring/human metalloproteinase 
inhibitor. 



30. A process for the production of a polypeptide 
having part or all of the primary structural conformation 



and one or more of the 
one or more of the bi 
occurring metalloprot 
comprising : 

growing, under 
procaryotic or eucaryoti 
transfected with a DNA 



primary/ structural conformation and 
0/Lo$jicai/ properties of naturally 
nhibitor, said process 



itable nutrient conditions, 
host cells transformed or 
ctor according to Claim 25, and 
isolating desired polypefptide products of the expression of 
DNA sequences in said Vector. 



31. Purified and isolated /human metalloproteinase 
inhibitor free of association vjjith any human protein in 
glycosylated or nonglycosylatejfl form. 



• 
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32. A pharmacGoatical composition comprising an 
effective amount oy a polypeptide according to Claim 1 and a 
pharmaceutically ^ceptable diluent, adjuvant or carrier. 

33. A method for inh^it^ng tumor cell dissemination 
in a mammal comprising acmi^n/stering an effective amount of 
a polypeptide according to jClaim 1. 

34. A method for tr^^ting rheumatoid arthritis in a 
mammal comprising admirUi€]6ej?lriq an effective amount of a 
polypeptide according/xo Claim 1 

35. A DNA sequence coding fot an analog of human 
metalloproteinase inhibitor sele/ted from the group 
consisting of: 



a) [Met""^] m^tialLf^roteinase inhibitor; and 

b) metallopr/Dteivnase inhibitor wherein one or 
more cysteines are replaced/ by alanine or serine, 



36. A polypeptide 
procaryotic or eucaryotd 
according to Claim 35. 



roduct of the expression in a 
host cell of a DNA sequence 



37. A preparation of MI /which is greater than 95% pure 
and which comprises less than 0.5 ng of pyrogen per 0.5 mg 
of metalloproteinase inhibilror. 



38. An antibod;^C-^pecif ically binding metalloproteinase 
inhibitor. /T ^ 



